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r^»t*lM%*»*«>** : 1 5 0 0~4 5 0 0mPa • s) , WSR 
Coagulant 0M«, ^« <*TCI=*lt*lM 

4 5 0 0-7 5 0 OmP a • s) . WSR 3 0 3 
a - KttfD (25TC^*»t&lM%*»*^«iK I 7 5 0 0 ~ 1 
0 0 0 0mPa-s) .WSR 3 0 8 (I^> ^^-^Kttl) ( 
25rH*lt*im»%7K»«0«iK :l0000~15000mPa-s)** 

t>n-XF-15 0MC OSFnfc, H (25X^***1**%* 
if*:l 2 0 0~1 8 0 0mPa-s) . t >n-XF-3 0 0MC OH 
A«. H*»WfcW (25^ »c*lt*lM:%*»*«>*K : 2 5 0 0 ~ 3 0 0 
OmPa • s) , r/n-XF- 1 0 0 0MC GBft*. H*»*tt*) 

msiif%MW« :8 0 00 ~ 1 2 0 0 0mPa ' s) * w * ;v 

[0 0 2 8] 

m*%^ i0fftt<»il0~8-0tft%t**. 

»« t < tt 5 ~ 9 5 * 0 »* L < » 5 ~ 9 o m%-c* * o 

[0 0 2 9] 

^tt P H phi~3) »^it*ka«H*«K^w^** , *w** L 

*7**'Jtt P H5~8) K^v^MHfitttrKo#ffl*«ft«»iI*« 

m«E#2 004-3031221 



mM2 003-072855 



25/ 



ft (y<K/Hfc, ;n^OH«»5 0 r pm, 3 7t) fc*v*-C, KMttl 5# 

»^fi»t***««»»*«>^ a « Stt * ,l0 * m * tt 4 ° ***** ° * 
2) H**H**«W*D» 2 * 9 0 0mL^v^:HW««2 
ft (/<F*ife, /<KA/OHWk5 0 r pnu 3 7t) KMN62 4 B# 

[0 0 3 0] 

±fBottaw«t^tt-c^ wnmm, jm. mat. 

[0 0 3 1] 
[0 0 3 2] 

;k f>^A «flsr>^ ft****-** « tKD 

^ ^7 ^ 5 ^ * ^ ° 

mSE#2 004-3031221 



#12003-072855 



^-v: 26/ 



, ******* ttWW^Ko*-> 

[0 0 3 3] 

j: o T . Hft P H K J: fcfcfc** * - * * 

*. 4fc, i^If^^-C, ft^pHmiW* 1 **^ **** 



ffiSE#2 004-3031221 



#0 2003-072855 



27/ 



, -jv^ 7^** ="^». ^W^. T^^^VH * 

********* m ^ 

9 ^x>l*^^, 7^IHt>^A, 3^** 

ftW^nWHJV«, ^ y;w<- h 8 0* 



4 0ii%"C**^>o 
[0 0 3 4] 

0 0 ^imt?***)©*^* 

tfifiE#2 004-303122 



mm. 2003-072855 



^-v*: 28/ 



[0 0 3 5] 
[0 0 3 6] 

, K v"^, r*. v?*, 

t:^ L T^l:gPS4t ^> i t i , #H^-rn-f KCiy^o'^^^^IS 

[0 0 3 7] 

. mo. 0 0 1^L^5 0 0mg/kg#l, ^Kl±> 1^0. 0 1 

&v>U$4 Omg/k g#:*, ^l:^IL<l^ &0. l^LI)20mg/ 
k g#lt^^o 
[0 0 3 8] 

[0 0 3 9] 

ffilE# 2004-3031221 



mm 2003-072855 



: 29/ 



hW~;K f "J / y^i' HJ ~>y N yn^vy^y. t;v^n^y7 
Wtff;i/y n^v-7jc>, jftjny. hnyy^J (#|;if£\ ;7J.y^^3rvy 

^x>ifp5 7x>f) , t^m^k y e^y^y. xy.hyyh> 

(#IxJi\ f^rf-bvj y, Si^y*-fev;y N ^-y*n y , LH 

-RH^#7>^ rf-j* > 77-1^; ^fni/'j^7, T^V 

ijyy|§i) ] „ Knn^rv^a^ jn;k?^:ty ? y -;K y;i/*y^aif- - 
Xh^yt-JK 7ov^- iflfiS^ (08x.ti\ SK7rKn7-;K 7y-y h 

^*y?y*y. F>J7Ay/n>f) , 7 y Kny y^|fi$|i| (MAtf, 7 if 
[0 0 4 0] 

\T)\>*M\:m\ tLxa, mnif, 1-4 fnyx>v^^-h\ mm.i-4 v 

^f*^7 7U\ ^^-r/^ *;i^^r7>, l>yj^>7 t D7>;V7 7 , A y*y;P 
7 7>> tt-A^f y, U7n-t>-;K ^;i^7 7 7>, y*)Vs^J>, y 

— Aj^f"/', ijyfxXf7A^f >th'J7A, fijxfI/>^5rA TJ^ 

Ay-?-y. DA^f^ ybvyhy'-yy, tf*'y*n-vy, xf^yF, 7>;i/ 

^7fy v^^y^y, *#yy^>\ *^y°y^y, t^rtV^fy 
T^M-^Sy, Ty^Ay^y, ^^ny fciv^A, 7^7A^f>, y° 
VKcxA^f->, 7°5fA 'J^'A^fy, T-^v'n^K, M/tx;V7 7>> 
FD7^77U\ yV^^f ^^fV7-7-, 7K-b>y>v yXfA7f 

y, tr-ev-yvswuif ibtt^o 

[0 04 1] 

tBSE# 2004-3031221 



t$m 2003-072855 



^-v! 30/ 



*n«>9->/K "f-tf? — JK UFT, K^y7^'Jy , A ^^7-;^ tfnv 
4 K> 7hy/, 7t'M^ h*;Vv7A, V^^'Jl^ f*;^>7A, ^9 

[0 0 4 2] 

>C> 7-f>7/fy/C, 7nt7/fy>A3, ilUT'I/tv/f «7l/ 

^^T^9;vtfv>. JS^tf7;nfv>. affl|.xif/nfS'}\ 
f-^ ^7^yy, if/wavf *>>\ tDV^-J 7 4 y >\ ^b*>> ffiBfcV 
;nfv>\ f^t>foy, W^nfy>fWf)ti-So 

[0 0 4 3] 

mytJTJUJjuJ KJ fCfi. ^Jx.fi\ J^h^v h\ y >gfe:c h#-> h\ ft 
^V77Xf>, Stt'yfyy, f-r>K, ^?y 

**-fe/K try wnf vfWf^>tL-5o 
[0 0 4 4] 

rftl&SHfcffl (BRM) J tLtli, tajiil ey/S'--;K v 
7*7<<jy^ ^-^.x^ ry^-7xoy, ^>*-n^^r> 

[0 0 4 5] 



ttlfiE# 2004-3031221 



&m 2003-072855 



^-v: 31/ 



< . mi%< 2 o,oo oiaw/f kt\ gmfctwm&Kz *)i&m 

ET^l^S^^^HWilff.^ ^ffcWKIi, (1) EGF (epidermal 
growth, factor) t tz^HxtmM^}^— <Oft&*%-t2>%!JW EGF, 
'^V>fVy (HE R 2 V if> K) ^3 , (2) >^/it±-etLhH®6<J 
Km—^^^-t^^sM C#!k ^OVa'JV, IGF (insulin- like growth 
factor) -1. IGF-2^), (3) F G F (fibroblast growth factor) £ 
fett^nt^RW^ra-^fStt^^r-r&^K CflU FGF, it^14FGF. 
KGF (keratinocyte growth factor) „ FGF-lOf] , (4) <£<Di&<Dffl 
J&igMBJ- C#!k CSF (colony stimulating factor) , EPO (erythropoie 
tin) „ IL-2 ( inter leukin-2) . N G F (nerve growth factor) > PDGF 
(platelet-derived growth factor) > T G F /? (transforming growth factor 
/?) „ HGF (hepatocyte growth factor) „ VEGF (vascular endothelial 
growth factor) ^§0 h *L& 0 

[0 0 4 6] 

##-e^)tt(?v^>^^^(7)-e^o-Ct J: <, *#MKf^ EGFflf, HER 
2 (^l/^* 1 ; >^##) . >f IGF^##, FGF^#- 

lifeliFGF 2 & o 

[0 0 4 7] 

|>EGF 5t##$L'&N A-b-/f->*liCftfct*HER 2 #L#^O$»i*40 

$g§) „ GW20 16 (EGFft#/HER 2fn ~> tf|fi#£) , W 

098-0350 5A/0 7 1/7 biSirfWOO 1 -7 7 1 0 7A/^/7l/7 b 

[0 0 4 8] 



ftiSEiRF 2004-3031221 
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^-y: 32/ 



, 1^ #>f V ^ 9— If I lfi#|g ^'Jyf*>, h sK-r * V^) . h *°-r V ^ 
[0 0 4 91 

ff^Xttltt, U<»iLHRH$#ft:1W«Iil (LHRH^aW^-) [ 

tK&t), £i)%}%:&}Kik*<DT> Kn^>*SVMix^ fn^m*t4i 
[0 0 5 0] 

£ * o 0B x. ^ h & »£\ ±13 L 7t ^3SMtt!»K 1 MSB KM L 

. #ffi»£0. 0 1 - 1 0 0MSRfflv>*U£J:v> o 
[0 0 5 11 

-e^n K9 yyi&mmmoRt Lx&m-f&mz, ■A^f-^m-t^watm 

[0 0 5 21 



mil# 2004-3031221 



mm 2003-072855 



33/ 



ifbti&o ±i5i) ^2) o^tcti, tas^f-ttt, mz-tfT&Fm&ttz 

[0 0 5 3] 

p um^mco^mm^^ir-m^it, mz.\z, wm^xo^mn. (pm- 

3) 0, »«o*d&pmte~S§T/i'# i ;tt ( 

P H5-8) ^v^rtL^pHlEHrt^^T'fi^Ptt-C*^. $1£?>fll8l3i 

^7>tT-ht^y^->, ^^^'J^sK'Jv- (^^^U^«l-^^T 
^'JV-fn**^-, > ^ ') Jl'l-xf ^7 ^ 'J 1/ - f n ^ 'J 7-f , Mx. 

K7^7 M 1 0 0-5 5, L30D-55, L100, S100^ F 
S {Mun^ n-A-77-7tt) ) ^Wff>tll»o 
[0 0 5 4] 

t±, HPC-SSL GSp B q£. B^Wit (80 ») (20rn^»t*2M%7K» 
ifcO^S: 2. 0-2. 9mPa-s), HPC-SL 0Sp a p£. B^WSI («c 
) SI) (20*C^^^*2Jlfi%*»«Ottft : 3. 0-5. 9mPa-s),H 
PC-L (iSjn n p£> B^Wit (tfc) m (20VKmf^>2MA%7mWi(O^ : 
6. 0-10. OmPa-s), HPC-M 08jp n p^ B^W?t (#0 SO (20 
< C^^tt-2>2M*%7K^^J^ : 150-400 mP a • s) , HPC-H ( 
I8ip n p£, B#W3i (W) m (20 < C^^^^>2S*%tK'M<7)^: 1 0 0 0- 
4 0 0 OmP a • s) %t"<DK Kn^vT'n tf ;i/^fe;l/n-x (HPC) ; 



ffiiE# 2004-3031221 



#0 2003-072855 



34/ 



TC-5S (igjp°n^ mmft&TM (*) ») (20 < CH^lt^2M*%7K^<^ 
*6Jg I ft 1 5 mP a • s) , ^>D-X60SH-50 (i§Jp n p^ fiM^fli 

(1*) ft) (20X:^i3lt^>2M*%7K^<7)^ : ft5 OmP a • s) , ^hn 
-X6 5 SH-5 0 «p n n ^, 4§il4fc#X!i (1*) IS) (20^ H£tt&2S*% 

: ft 5 0 m P a • s) „ ^ hn-X9 0 SH-1 0 0 OSi&fc, # 
Mlt^XIt (*) ft) (20*CtC*Jt*2**%*»«[OttJK : ft 1 0 0 mP a • 
s) , ^ho-X65SH-400 (ign a n^, tei&fb^X* (flc) ft) (20*Ctc 
*»t*2mfi%*iF»OttJR : 4 0 OmP a • s) „ * hn-X9 0 SH-4 

oo (^p n p^, mmt^xm oho m (2o , cic^tt&2m*%*»«[<?5«ijR: 

^4 0 0mPa-s)^ >n-X6 5 SH- 1 5 0 0 (iS«p£> ttftflt 
(1*) ft) (20 , ClCibnt^)2m»%7Kv»<7)ttJ^ :ftl 5 0 0mPa'« s) , * 
M3-X60SH-4000 (In Q n ^, lf®4b^Xjt OHO ft) (20T^j3tt& 

2M*%^C»tSOttJK :I!J4 0 0 OmP a • s) > ^ hn-X6 5 SH-4 0 0 

o (^p n n^> iij^lt OHO ft) (2or^^Jt*2m*%7K#ifto«ijR:tt 

4 0 0 OmP a • s) „ ^ hn-X9 0 SH-4 0 0 0 (In D p^, mm^TM 
(fit) ft) (20"ClC$5Jt*2SS%*?gFffiOttffi :ft4000mPa-s),^ 
hn-X9 OS H- 30000 «p n n ^> itib^If OHO ft) (aOtJfciJtt 
&2SM%7t$&fc<DlfoBE : It 3 0 0 0 OmP a • s) ftiftf) t Kn^yT'D fcf;V 

* h n-XSM 1 5 (i§3p d p£k lf£Mfc^X!i («c) ft) : ft 1 5mP a • 
s, 2S*%7K^> 20 r) „ ^hn-XSM25 (ig}p a n£, fi'fbflf ( 
*fe) ft) (20rt'*5tt^2M*%7X^co^E :^)25mPa-s), >hn- 

xsmi oo (ip^, mmt^xm oho ft) (20"cn*»t&2m*%*»«[ 

<^f6Jg : ftl 0 OmP a • s) N ^ ho-XSM4 0 0 (0p D p^, flft^Ii 
OHO ft) (20lCHi5»t*2M%7K^O*!iat : ft4 0 OmP a ■ s) , 
n-XSM1 5 0 0 (iSp n p£> tl^b^Ii (1*) ft) (20t:i3i3tt^>2m«% 
frmWL<0%5%. : ft 1 5 0 0 mP a • s) . ^ Y n— XSM4 0 0 0 aSj P a p£> If 
M^XH ($0 ft) (20t:^43tt^2S*%7X^<7)^ :i4 0 0 0mPa 

• s) > ^fn-XSM8 0 0 0 (Bjn D n^ IfiML^Xi! (*) ft) (20°CtC*5 



tBSE# 2004-3031221 
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^-v: 35/ 



if ^2S&%^mf6L<0^bm : &8 0 0 OmP a • s) & f;V-t;vn ; 
WSR N-12K (jgp Q p^ ^t>*-AMK!iI) (20X^*3 it 
%7Xv»cofAjg : 400-800 mP a -s), WSR N-60K (I§fpp£> 
x.-jr y U-sH {2Q°C\Zid\fh2mA%im^L<D^ : 2 0 0 0-4 

0 0 OmP a • s) , WSR 30 1 (jSjp^, >U-/U K*fc») (25 

< CtC^lt^>im*%7X^O^ : 1500~4500mPa • s) , WSR 
Coagulant x.-*>1j-/U KttHi) (25 < Cl'i5{t^lfi4 

%7X^Of^ :4500-7500mPa-s)>WSR 303 (i8} n a B&> 
.3.- ^^-/nM Ktt») (25 < Ctci5lt'6lM%*»J8LOttJK : 7 5 0 0-1 
0000 mPa-s), WSR 308 (®p a p^, KttSS) ( 

25rfc£lt£l»tt;fc»?fcO*&jK : 10000-15000 mP a - s)^^ 

f>n-XF-15 0MC (iffiSfc. B^»1±M) (25t:ici5»t*lS*%7k. 
Mto^Jg : 1200-1800 mP a • s) ^ f>o-XF-3 0 OMC (ig§ 
p D p£. B44UK4±ft) (25 , C»c^tt*im*%7K»?ftO*!iJK I 2500-3 00 
OmP a • s) . f7n-XF - 1 0 0 OMC (igjp Q p£. B^SfttttS) (25V 
\Z.&tfZ> lfifi %7K^?^(7)^Jg : 8000-12000 mP a • s) &£V>#>!/ 
^y^f;H;vn-^t>v^A ; & Jfj&^jf bti& 0 UtL<&, 20^^^ 

if^2mm%7Kmu^m^L25Vf l z^^mm%7kmu<D^m^i omP a 

[0 0 5 5] 

0. lmg/mL»^?:V^ 0 0flx.tf, jtr/^^/tn*, ff-ftt^S/^ 

®<k^ * *° y rv-tyvft JgfcttlfeM ; * ;v n - * « r- ;k r ? y 



mSE#2 004-3031221 
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36/ 



£ N . jjs°i; *°y (xf^r 

^'JV-b, t'f-A'* ^ ^ i; ]/- ]s f h 'J ^ fA'T >t-t ^ ^ 'J V- 

b^n'JK) , Wilft^f K7^y hRS, RL (Bj n n p&, tf-A • 77iWft 

[0 0 5 6] 

*^o$fM^-^Sfe^-e-(i, M^^T-ti, ^ * ^ y ^ f^7^ y 
sij«oftp;g&— iiiittt, ^m^tH^*. #y (xfji/T^vwf 

, * ^ y h, > y ^^-)vrye— it^Ji>* y ix- fyn'j K 

) -CJb^o 

[0 0 5 7] 

y«ty>„ -ty&a^T-fe^/Ml:*^ 1 ; -ty K> ^ijifv>^'j3-;K y 

[0 0 5 8] 

^mmmnn w-c^oit g §syti- * 



miE# 2004-3031221 
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v : 37/ 



& (>*K/HS) *S^fct«fcifc9 0 0mL*fflv»T^K>l'OEWE»:5 0 r pm 

o%i±t^^i^t*u ra*j&ttj tit, mmtmn<v&WrTx~H*mm 

[0 0 5 9] 

wsm mm&r K&wz&frb <D&mm&wm vmmwmimK z ti-r 

Jii§142&SI Milt 5&/i/?->/<n*, «ftt7->», 

>; K(fl, Gelucire50/13 (iffip D q£> GATTE 

FOSSE th«) *tt-t ttfmf bfrZo 



WiE# 2004-3031221 



&£2 0 0 3-0 7 2 8 5 5 ^- V : 38/ 

3 0D5 5 (iSn^ife, D-A7 7^7|ii) ) , jt ? T ? V fr&=t # »J V- S [ 
*>f K?^? > S 0§3p a p^ D-A7 7^a») ] & ZOT * v Armpit fr? 

wgzwcm-rzmMyiii tLxit, mz.i£*ux (oros) ^ta (m&% 
m x. tf^aflm^K ^a^etj $ *t & t & t , j&iui- & 1 1 £ 

[0 0 6 0] 

*Lfc & fO^S^gttft 5 0// m~&j 1,5 0 0// m-Cab A & 

[0 0 6 1] 

mtiE#2 004-3031221 



!$m. 2003-072855 



^-v : 39/ 



[0 0 6 2] 
[0 0 6 3] 

&&#\ 1 ~ 9 011%, 0il<(i5~8 5lt%, «t L< itl 

0-8 ofi*%-e&&o 

^^WiXtima^^. -eo^*ST-@(i> £P£ L < lift 5 0 L 2 0 0 
Oyt/nu ^^>^§f$ t< ti&Jl 0 0fcv*L&l 4 0 0 /<m^4, 

taotl^S^ 3 ~ 9 5li%> Sft L< ii5~9 5fifi:%, «fc OfcP 

£L<«10~9 0if%t^^o 
[0 0 6 4] 

ton th^^t ^t? & & tt ib £ ^ # )^mx$> o t & 

^MOtiiOtli, t^Ltl^O. 0 1 -It 5 0 0ii%> EPS L< tt 
3$0. 1^3 0 0ii%, £<bfc#f$ t< te&l ~#?J2 0 01f%t«*5o 
f £\ ®Lmm<7>mmiZ, i& 1 m~$j 1 0 mm, 0$ L < 5 // m~j& 5 m 



ffi§E# 2004-3031221 
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^-v: 40/ 



[0 0 6 5] 

#Jt) fi> 1-1 00%Olit«$^-t^T*lSo MWtltli 

M-f&zttfT^^ Sterna*, w&m*m*-&mhm^-7' << >rm, 
yy&m-£ t)mKX7°]s-^-7-i >y-tzzt x%n~t &zt &X- § 

[0 0 6 6] 

mWM, HPMC (tFD^y7'nii»f;Wn-^) , HPC (bKn^f 
y-;K Xi/sOM, tfufy-?—^ .fVt^yxf l/>5 O^f 7V->, *° 

[0 0 6 7] 



ffiliEilf 2004-3031221 



#M 2003-072855 



41/ 



i£TO#ffiK:*^i--5BlttpH (WiL-tf. P H1~3) fc*5»t*&gigte«t<& 

^*Sl-*Pifctt~sr>i'*ytt (#ixji\ P H5~8) icisv*-c^a®tt»K 
*gm * «t *c $u^i 1- £ c t TS^nr gg & ^ 0 

m (^*K^ ^K^OEHESfi:5 Orpm, 3 7"C) fc**v»T, WRH^l 5# 

2) B^mm^mm^<D^2m.9 O 0mL^v>/:B«MMfti2 
& ('tKA'ik >*K/H*>EHESfc5 Orpm, 3 7 t» K&^X^ 41$ 

^^^it^KffiMfpm^^^o^a?stt^«ov#ai^(i4 o %&±x$>%> 0 

[0 0 6 8] 

fcf, th, ^v, 7**, ^h n/ 9-;v, 7 

[0 0 6 9] 

T, #&0. 001^Lft5 0 0mg/kg#i, ffiL<li,»0. 1 

^Lfij4 0mg/kgM> Sfcfcjfr$L<«\ i&O. 5^^L|)2 0mg/ 
k gfrlt^^o 

[0 0 7 0] 



tBIEJjf 2 004-3031221 
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42/ 



>#ffl^&0. Ol-lOOiiW^ilfiv^o 
[0 0 7 1] 

[0 0 7 2] 
[0 0 7 3] 



ffi!iE# 2004-3031221 



#H 2003-072855 



s J : 43/ 



[0 0 7 4] 

lmg/mLJ^±, Sftl<{iO. 5mg/mL£l±, i^iKlilmg/ 
[0 0 7 5] 

ffi^-t^^ttp h (^iif, p h i ~ 3 ) K&if&tkmft&®n<Dnmmm-£>m 

Srtt-SrWJtt pH5~8) Kis^T^Sf&'&^gOigffi^l^ 



tHSE# 2004-3031221 
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^-v! 44/ 



1 ) H^M^a^I^^ 1 i£ 9 0 0 m L &ffiv*fc B^J^iFffiWRfe* 2 
& ('tKA'ik ^K;K£>@S«5 Orpm, 3 7*C) K£\,*T. §fl&H& 1 5^ 

2) B^UH^JHWUK^2flt9 0 0mL*iv^;B*IiMtH^f2 
V* 0*K/H& ^K/U«>|gHg»:5 0 r pm, 3 7*C) fc*JV*T, 4 B# 

o 

-100. S-100, FS mSh%x, n-A'77-vtt) fc^ri^ffctt* 

o 

[0 0 7 6] 

^tc, ###u itmL mnm&£i?mmm*mfT*§&w*2:ioM:fcWK 
isu \>xr<o^m, tmm&£v?nMmKi*. 4istMar (+) -6 

- (7-fc Kn^->-6, 7-^tKn-5H-tfnn [1, 2-c] >f 5 ?V 



ffi!E# 2004-3031221 



#02003-072855 



^-v'l 45/ 



[0 0 7 7] 

HPC-11) . EKn^f'/'/D^W-^ (HPC-L) . ^frr/i 
v^^v^A, HKD^y^n^f 9 1 0 (TC-5) , # 

i&3 0 Omgo'o^f • JT^'tT 1 0 0 m g<D<t&MA$:^ir2>m& 
inOmm«i (Jk«*BBll) *»fco 





10 0 


m g 


D-^>— h — ;v 


13 3. 


5 m g 




4 2 


m g 




6. 


5 m g 




3 


m g 


9 10 


1 0. 


4 1 6 m g 


#'jxfV>^V 0 0 0 
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